(19)B*S#Sffr (J P) 



(12) ^> 



4* «F ^ * <a) 



#^¥7-505559 

(43) £t?£B 7 (1995) 6 £ 22 B 



(51)Int.CI. a 




F I 




A 6 1 L 29/00 


B 7019 -4 C 






A 6 1 M 25/00 


3 0 6 Z 9052-4C 












m Tffimmnjt *§*#(•£ 7 H) 


(21)ttJga#^ 


**8W6- 515505 


mm® a 




Coo; U2>ttj«atd 








(85)»IR^mB 


5F^c6^(1994) 7H15B 




T^'J*^® *'j7*^-r 94537 


<86)BB*ffifli#*t 


PCT/US 9 4/0 2 2 4 9 




—5120. yu : e>h. fcT— . . 3^*y^ 


(87)pg^§fl## 


WO 9 4/1 8 8 8 6 




x 5120. K^tfa- h 


(87)S^58B 


6 ^(1994) BB 1 B 




47201 


(31)fl55fc8^S#^ 


0 2 3, 8 0 5 


(72)%^# 




(32)fl55fcB 


1993^ 2 n 25 B 




7>l«J*«lB #'J:7;rJP— 7 95131. 




*GD (US) 












1568 






(74)f^SA 













(54) t$tm<n%m 



(57) 



— 1 — 



fcSfiSDtaMtsu m & <o til n iz x i) mi's ft * & & * n 
(c) ©iaciaiii^s5t)c-c«tt<ttiattsjjt9<>g:«x^ % © 

a&&g5l*ttl 9 S p 3 iEiioKJSE^tffl. * fc-1 

2.jnieia{2^<ofis«sff^A*^i g 5 p s j**2 2 0 p s 1 

3 . fff *2 i8 tt SJ * ¥ # PJ *» * I ° <BlS!$ft*«iC**ic*) 

4 . ifl 12 S G* ffi * a ^ y ft r - * y x * e >> 

U 7 7 U — h» t<0(iO.f y I X f Ai X h 5 — J&> £ (fc 
WIW3Ttfft4.i!'j -7-52©*KW=»TA. *«fi£<*n*W* 



Tl £¥7-505559 (2) 

5 . Ifo J2 & (2 SB A»\ # 9 t> 9 ~s • * V T I K © ^ o .y 7 * 

e.jpjieiafcffioastf^tftfaf. ra a *<* y * a % * * t * * y 

9 v 9 *4»biS5BJ: 9i8K*n*£Ka;8iK-c K-^an 
* « # « 5 k k tt co * ** - 7* /u. 

7 . iR !2 « « ft a*. * 9 9 u * y % 1! V 7 i razTa*?** 
7 ▼ -» * V 48 <t - * * £ C? V y a-:/*>*i£*RJLya 

7* 

t*> k, ex-*x*rA — df*-i., 9*r'x9'**tJi(f 
9 's9&&*'*i£ZBx oiHWffni&JKtttaK-c k - ^ a n 

z in&m 7 k 12 » © a ? - 7* 

9 .|RI2iS£a8&A t S^Eic«i£arn*X*2KJHl ic 12 « © * * - 

7* ^. 



1 o.g«a;(iK7^xti^ffit*-,T, 

( b) tft * *H l ic *2 © 8* J2 & A » ^-^/t-ttt^aiA _ 

* a s r 4 

l l.fPIiei£A/»^--r/i-«:B3«2 ifr** f - f *«lc#At 4 

c/ » m * ii 1 0 tz. tz n © m* 

*-*OX**U v h T <5 % «3RJSl I <C X2 ft © £ ft. 
( t> ) WjRJBi icI2tt«©jRi2i£A*^-^/v«rIsa?*/;-p-- 



(c) on*ft©[flirff©fcn(cj:oiSftA*7 l --**a<mBttl 
gBdKcrSJjfl^Tig^niJ:^, Si£A»7*-7*/t'*l*|*fl|*> 

C d ) J? Br ffl . rfS S m . bL<ti{fil5H»t±OfFffl»jH«rJP| 
*rtK*gTia§KI85ffif«J^aAt4iet, 

tatt * # 

1 4.gni2z£A/'^-^/t'*ffIi2«*^f k -^A'P t 3tcf*A-r4 

K» L tii f Iflic , ffi x * -f u ■» K*BZ9ft*<Ig£**£JcS 
C*, # 1 3 Kl2tt©:£j£o 

1 S.iPllgiflif H8ttoffiffl»lMA»n - r * * > r / r 7 f 

1 6 . in i2 an w h s & © ft ^ k a< * > * * * * * > k 0 k 

* JH 1 3 KieCO^ft, 



w n s 

^<#*-T*. * <*> -5 « 40 — *• »a C 0 *J IS * # * 

^o-w^*ffl»»W4.8 84.5 7 9^tcie«*nrv^ 

^ * jA 6* * *• 



If ^¥7-505559(3) 
cut 4, atxttfcx^/iA^-^/u^sffl-r*. teffl«cia 

* ? ttifOl^ttXjii^A 9» cntiait * it * - 

±E^,«iWi3t4/;*iofSo^fit-cii> B «t BB & * T [ft 

* f - f *tRfflt4o i99lSE, Target Thera peu t i c s(l 
rZEPHYHJ fia»^73C«attAA 5» - ^ 4: L'CjO'&n^fiJS 
*RftLfco :oS.".ii. fi!IO-f AiiCtilSrtK 

n i Jt -5 ttlt * n t * c c<o* ?-? Ait, 

»;ri K©^o»?3#';-»'-K<o4JfflSHsJ:tfififce«5j&»£ 

*a9ta«7*®*=*SS?tfg5tX:tt£, #R'lSEAffi*c«*.*.il 



nc jt ^» t, *©SWSi{St»zfSJ^'»"Ci£&*x£» c © i£ A a 
«ii o* ffl 6i a tr- « £ i x i o"-*aT©77*j*-r** ttt * 



# 3* ft x --r^Srdllfcf^i-WAL. UT, £ A /> ^ - x /v 

* # f* A * - ? /H* tc I* A f *• i£ A * ^-^^o»ttttia 

« si * * ■» r c k R * , - ?/«'rt«-»AL^t<t 

x**u»i-*»9tt<. * ,c > i£ A *> ^ - * 

(ig^ai^^-^L^iaTPW^WLtfjati*. ifc s j*i © tt 
a •? _ ^ n. n, s? ai * — ^Afcio-cioiSrttcWA*^^ 

^ticfllfijcan/riaa^^t-ia-c* 

0 4 11. gi^iir,^ffl«itp<0^6«»?<*a^^a»^- gB4ji 



0 5 tt. &*£«©* ^-^^©^{^©ift&ikitlZLT, 

* r «a © /> ^-*A©iattss©<Bfsj«aeicici;fc*i£;*? ^ k 
M-f ootvt. c © a * - * * i oo a. igasi 

lcJgtf4F*9£l0 8i-C«/5X£n4« gfil«l*l 0 2 11, 

ttf2fi ? )Sti*4»oas' , iiactffli2 0i:, it « n -c , 5t«B 

icj^iSi tvt l^£{aas 1 2 2 £ , i8 tt ffi l 2 0 * 9 ft IK t£ 
icJg,U<ifi(fc88l2 2J:9Bt*ttKaT*% fiffiBBtiSttfiS© 
Mictaa-fiffittSIi 2 4 to, 3 -3©8B#d»*»ii£**T.*« 

c © s a w t* t* 1 0 2 11 . a # 9 < »-»/iiawa85f*?** 
iatnesi 2o«wt«. it « « as «x t . nixio-**^ 

fe L < tt, »K*!|5 x 1 o*'#y Ko^TJRW^JKV^ra* 4 

c, ft s 0 0 <Bfsj-r 6 c & *s«r *- ttata £ «*> 

A«l95psI0±OK«ff?7. **l=Jfr*L<tt, 195 
p 3 l A> * 2 2 0 p s i©«JSEE^3*K-r*Ci:**^i-*o 
RtK1iatt8Bl2 0tt. tfrSrffl. feStffl. b L < tt (fll S K 



It ft ¥7-505559 (4) 

f 4. CQ&OtQiSfitff I 2 0 tt. * V * 1* * ^ , * ') T 1 
K © ^ o ^ ? s # y — . # ttft ti*, ^ »j a — y fc L 

/voia{aata<oEa*xw«a?-caie<tL»6J:^. ft tt a 

f 4 4>, BE tt '* 9 9 ^ , t ? 7 x Mj * * K, b: x x * 

y h , 9 * r * * ^y^/v/x^<oa«»^a 

K-yj>l5, COifltta t 2 0 tt, SttSBtt© 
£&©ttSXA»£2 0X*i5*!>Tfe*). ^©ftStttoi-tSca***. 
4 0c a, 9?*L<tttoJ:-fcl0cBa»£20caT*4o ifi tt SB I 2 ' 0 
onSli, to «* * 0. * 0. SOan, If J U < tt fc' A * 0. IS 

■ £ o. isbb*c 6 9 » *©*VStt, to j; *o. >0aa*» *o. ao»B, 

*f * L < tt to J: * 0. SOaa* £ 0. Tffaa-C * 4, fiU tt to * *0. 
ln» A> £ 0. 3»»"C * 4« 

E ft 5 tt f* I 0 2 © £ tt §8 1 2 2 tt ifc « ft ffl 14 T, Saiv 
APfC 4fc*&, K 7 -( t T 5 Jl 4 S «« « ^. 

ig tt sb i 2 2 i* . r 4 " y % * « * *fc * - * 'J * * u y 

* u 7 ? u — httif©!K*|A** , i'** h bL<tt«8 
(g '/ t 7 h (ft«tt/t'/*<of*J(W3rtflt4^V-© 
n<W=r) tttfo, lt«^Wtt-c. £fci¥tt<ca£fi:©*4, 
»»f«ttf>L( l,4 « C©iStt 

8B 1 2 2 It. £ i* IX tt * A 1 5 0~-©fl*»)tttt©K*!>©5fc*8 



© £ tt sr # i 3 4t; a tt §B # i 3 2£a»*f£*o £ tt 2fl i 

IIOSttlfttHlt. S«gBtfl0 2£ft©to.fc *60X* 

* bo%ic*I §u ft i « fc i * 90c«A> «j> noca. »* L< tt, 

to J: * 100ca* * UOcaT * 4. (S«8II»1 0 2<Oi5J8l 0 
4 It is tt 4) £tt65# I 3 4 ©«*fl Stt, to .fc * 0. 4 0aa* 
*0.60bb, * L < tt to J: *0.4Saa* *0. S5bb-C 4. * 
W t* SB I 0 2 © £ *t 1 0 4ictott4£ttS8#l 3 4 © 3 
tt, to * *0. I»b*» * 1. 2b«T J* *• I 2 2 Ofittffi^ 

I 3 4 © fit* tt. to * * 0. 0- ff«L<tt*'** 

Q . 2aa A» «s» 0. JbbT * *• 

fi{28Sl2 208{ltS»l3 2«i, ftfl*l02^ftO*l 
J: * 10X*» £>20X*£*K ft * tt to «fc * 20cb*> * 40co. *F * U 
< tt. to Jt * 20cb* * JOcb-C * 4. £ttS8 I 2 2 © S tt SB 
1 3 2 © |*)g tt. to J: * 0. 20bb*» * 0. SObb, » * L < tt to ^ 
*0. 25»-6» ^0.35-bT *> 4. fittffi 1 2 2 © & tt 88 # 

1 3 2 Onitt. fc.fc*0.60BBa>*0.90BB-C*O, ff*L< 
tt. to JS *0.«Ob.6>*0.70.bT* 4. iSttSJ 1 2 2 © iS tt 85 
^I3 4©2*'*» fe J: *0. Ub6» «i0. Jiar A 4, 

ffifiW«i*l02©ffia2Bl24tt, £ttS5t 2 2lif<0 

Htttt«i'»att»i » o ioffltt* 1 **- ^^^Micia^ 
r4*w«««'^ # y r t k© y a . ^ O 

fti) * y -r -T* «. «ttfflll24tt. 



^©ftJgwtSI^roin^fc'J *^ti^A«&J: ^ « tit £ *c U IS 
-C#4J:7tttt8*ai&t£K«<£Lf4. -&©J:9^»*^. % 

x t » h y sr +• K , ^v^-x^x. ^^^/i/Acif©ScWW 
^aiflt£»J«-CK-r*ns, »tt8fll2 4 tt. « « 2B I 
0 2 © £: £ © fc * 10**» * 205* <5 S * tt to J: 2Qc»A» 
£ «0ca. ft?«L<tt. to J: * 25c»i» «i ISeiT ^ 4, IS « 68 I 

2 4©iaatt-s<cfe$fera9tcfcjf>fiXL»4. »a§Bi2 4 

©{*}Stt. fa Jl * 0. 20bbA» y> 0. SObb, »i L < liti 
• «i»^0.1SB». ngli. to J: ^ 0. SOas^ 0. 90aa. tf f • L < 
.tttoJ:-e-0.{0Be6>^0.70Ba-C*4o Bft*3Sl2 4©2 

fftt. te J:^ 0.1ni> b0.1»«TA 4, 

iSttssi 2 2. emsui 2 4teic;iatt25i 2 ott. s^. 

»^^i40<ti4 2-c»^*«.*o cn*©86SBtt. a 
ttffll 2 2toJ:^!S«88l 2 4©tt*CMctS«2Pl 2 4toA 
CXiStt SB 1 2 0 © tt*4 flD»L. 

4 CtTjf>fi)E4ni B ifittSBl 2 0. tSttffll 2 4to«fctfifi: 

taasi 2 2©iatt8B^i 3 21*. it^iittfaiuns^ff i 

T^jti.L, »mSBl 2 4teJ:tfi£tt25l 2 2©iSttgB^i 

3 2 «■ 5t n *? iw if5 fi* t r b -fc 

WiJByj^fittlBXftttAl S Ott, =ffft>fiS*S8»^r*«fi* = 
tcJ:0i£ttS5l 2 2©iattSB^l 3 4tcflSl0fttt'»n4o 

BJ2IX. ftf-fAOiSttSl 20O-«{$Wt/TLtl» 
6. *^--PA©5fe«16 0tt, &A«iJ<tt->fcllllW©af& 



3»ai-cfiEB;**t*. a** ntv»4ftj}ij«stiWT!u rsj 

22 »c Jf5 fi£ * U T <•» £ a*. r£fRtpco**£coffliSfCT 9 -t x t 
ifOJ: Viff;lcl&lSLt ceo J; ic„ fo 

X«(*«ttAr4Ct)CJ:D, A t-f AOiS* 1 0 6 
^Si^ttLTiJJltiCtifTl 4. WttOifittgRi 2 2 
4«ff *n4 iftttSBl 2 0iii«oiani:J;oBtt8l2l 

±ao*f - tfcBftffl. feRffl. t> L < I* !&« MS 

©A^-^^T-y-te^^V 2 0049**% SWtt 

r a, 2 o 2 i* , is»n«ei»$i:j;-.Tiwwc»Asn 

4. 0 *£ It CD& '** 7 2 0 4 it , S9 9 ft 9- - 7* /V * * < laer) 
T y -f 9 2 0 6K»tt*n-C*9. «i***-*A>a 0 2 11 
tt*ICjl-»-CilttW^ift*3*T.*„ '< A, f 2 0 4 0S i ^ttt 
4M*, @lEjCjhlia' < '^ 2 04ti8l,T^AAS k -i k ^I 
0 0«|f Ati. «> t < IX, Q3 KiSt j: ^ C, * 
/ 2 0 4 Pj-COlA*^-?1'l 0 OCtthiBCfc*. 4>. 

^o^-ctAa^tt/t^-p^v^^^-^sj^^-f u-y V 2 0 

8tiiAAt-^At 0 0rti:»At4. * L i£ A A * 
0 0 ©it 86 I 0 6 *K5* f-f * 2 0 2<05fcJSic 



*S2S¥7-505559(5) 

«fir-5J:-?ICia*tt4. <fc JC. x ? -f u y h 2 0 8«4A 
*f-f *H 00*»^»Ol0^<o * * * U v ► 2 0 8 4 & 9 
RM'^a. & A * * - 9- *> 1 0 0»*«»A^-f fc /W20 20 

n 1: I? l di ? ffi«©tfcnicj;^Tffi-Srt4@«S5tt*-c 
» A* <c S? a* 5 n Ifc. ^fc9t4fflft*a^> 

*»tcf7?ct. a xv* ftttt0 6*j&e-rtt*faL<(**f 

ft?. UE t* < contrast -edl u.) tSAtSC a y - ? * 4 

a-A » - ? *>*n\r & a«ffitt 

-81tt3 0 0 «?to * 2 0 2 CffSIURf *f-'f 

yvAJfla^tOT^HrXfllltf^^iaOiistnS. i£ A A - -? ^ 

1 0 0 d«a«*f - f*z 0 2K»A«n, -eur, ia a* /» 
? - ? /KO«*"i|ipLtt* n«. fiEA#^-^^ioo«. 
miwrtoimttoianicjioBWtffltta o 2tctsiitriSt.n4. 

ifAA f-fA^SSiaJffitcEI* 1144, £ «6 SK ft* A 
I 5 0 ic SEWS* »tt L », *LX. />f-f AOrtlil 0 

8 4 * u x t> l < uuawwatt <oremvtn 

4B«§BttK£tBL»«« £A**v6fi:ffl»]Kli* lffl«fl 

«rtcD-fliw©«a*jtoftcr>$$ie*£..& n«i<oakW»^aiatt 



ffl^to©s^im*Matt«iR«^ dn « k » tt -r. * tiSHtote 

tttcj: •» T # §B "f * # V -"J - r$ « 4 S C. ^ / * 

v k ic & A* L /= * y ft S* * - * u * toiitt»lo- «t 

* *o «> l < flnwwa a •< 3 0-4 tax* -? - * ^rt 
icr£ALStaat{aiciaii*r*ciT, -eosifaoiciaoan 
4 a <* .* utTMw 

r b * & "a «d ia® 4 « l k 

?■ - ? A, f ZEPHYR J */*3BW«* f-f *iWU* ^ c« 

2 5-3 0 p $ i folfl))DLT. iaf*€-»f-^/KOi5«!a2 
f* 17 A IC SALT/DEL/-:, tf) 1 4 1 p s i(Off*>A«/JQA«9 

li. A f 1 - 4 -? * * LTW^tifi^^fflTftifD 

<0 fS CD 9 9 . 7 JX ( J '/ / 7 ) J: * 9 7 A» * 1 8 S p s I * 



T<Op.Ucffat4. * 56 *8 <D A "C li , ?^t!2 0 7 

p»ioc7j4«aiiL*tvtetai£ia«!A«a«r«« as -> -c, 

-7 ) 6t. J; * 1 9 5i»i 2 20 p si « T CD Rfl ^ SE r i 0 
3ltfcW2:iaai£l*tt7>;*. h 

e l fco * co *s m t ei s ic r 3 7 t? a% r . 

«f 4 Olsencoffltt 3i 9 - O x ^ - ^£J; tc S * 9- - ^ 

coiatitisaj^ft* 1 0 -fe >^ h /Koai^* a <. cnt 

Lfc. $JSWo*f-f^ti 0* <S(Sj£tf*:£*, W it ^ 
x^-(i7x 1 0 y KC3^t* L, 5 0* <B(5J*t*f:t 
JI13JK1 O-'^VK, 80* ffl{Sl**/tt*«4 9x 
I 0 > KtftLfc, tt3fca«5C0y>7 l -7'A,4l0*(B(Sl 

5 0* BflitffctattS. 6 x 0' , #>' K, 8 0* (BP!? « 
fctHI.J >»0 ,| *> K*#Ut tJ£-»T. *»BflCQ/» 
?_^/uAiB£ifctJtR60/r? — 9 fe S tfe <i "S C C ii' 

m.m^nK a a5ic**n4ao««fit*Lr. tc4, * 



^£¥7-505559(6) 



{S«KW©/>*-^^"C«*- 0.3* O <B |SJ A< 1 0 * v 

Y <o n ^ 49 3 U. 




Q0024- 
Q0022 
Q0O2O- 
0.OOI8- 
0.0016- 
i*>v> 0.OO14- 
O.OOIE- 
0.0010 
QOOOS 
00006 
0.0OO4 
0.0002 
O 



10 20 30 40 50 60 70 60 90 



FIG. 5 



1 . Vftoa* 

P CT/US 9 4/0 2 2 49 
¥«jX6*£«Sf«»5 1 5 5 0 5^ 

2 . SBWoSt* 

3 . KtiE**** 

5120, I'O^- K 

4 7 2 0 1 

4 . K9A 

ttflfr T 5 4 0 >ClE^Ef!3*ffeK«I-Te2»2 7^ 
7 y x * /v * 7 - i 5 m aI$S(&l 

Bta < 7 a 2 8 ) #a± oj* ^^^jSp" 

tt& <*K) 0 6 - 3 9 10 

5 . ffiiEd^OBil <«ifiB) 

¥fiR6^ 1 1^298 

0 . mJZ<oMWL 

8 4 *» 5 IM 

7 . KSiE«>W« 




ftH¥7-505559(7> 



m * « * 



J} 



C DOCUMWTS COWBDEIXD TO it BELE*A*T 



A. CLASSIFICATION OF SUBJECT MATTfcl 
ffOJt UMIIW. AAIM tvoo. J»«*> 
Via «Ow».3M 



FIELDS SEA«CHRD_ 



C3 



WO. 92/ tS 356. fNITAETAL.i. 17 September 1992. See 
page 15. 



US. A. 2.857.915. (0. S. SHERIDAN). 28 October 1958. 
Sea column 3. 



US. A. 5.171.232. [CASTILLO ET AU.». 15 December 
1992. i 



US. A. 4.385.635. (RUIZ). 31 Mey 1983. 

US. A. 4.636.346. <G0LO ET AL L 13 Jenuary 1987. 

US. A. 4.596.563. (PANDEI, 24 June 1986. 




n n x « » 



DOCUMENTS CONDOKU TO *C BU-TVAXT 



US. A. 5.2J4.I07. (SOLTESZ). 19 October 1993. 
US. A. 4.840.622. (HARDY). 20 June 1989. 



US. A. 4,329.993. (UEBER ET Al_). 18 Mjy 1982. See 
3, line* $1-69. 



(81)^S E P (AT, BE. CH. DE, (72>fS9i# ^— . O.— «JXJP /W 7A 

DK, ES. F R, GB. GR, IE, IT, LU, M r*V***B *U7*^=7 94030. 

C. NL, PT, SE), OA(BF, BJ, CF, CG ^DX. hVI/ h > 

, CI, CM. GA, GN, J ML, MR, NE, SN, 127 

TD, TG), AT, AU» BB, BG, BR, BY. 

CA. CH, CN. CZ, DE. DK. ES. FI, G 

B.GE. HU. J P. KG. KP, KR, KZ, LK 

. LU. LV, MD, MG. MN..MW, NL, NO, 

NZ, PL, PT, RO, RU, SD, SE. S K, T 

J, UA, US, UZ. VN 



